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Background: Cyclin-dependent kinase 4 and 6 inhibitors (CDK4/6i) are the mainstay for hormone receptor (HR)-
positive/human epidermal growth factor receptor 2 (HER2)-negative advanced breast cancer (ABC). While the
approved CDK4/6i have demonstrated significant improvements in progression-free survival (PFS), inconsistencies
exist for overall survival (OS) benefits. Here, we report updated efficacy results from PARSIFAL, a randomized phase
Il study, that evaluated first-line palbociclib with either letrozole or fulvestrant in postmenopausal patients with
endocrine-sensitive, HR-positive/HER2-negative ABC.

Patients and methods: PARSIFAL-LONG was an international, multicenter, observational study that extended follow-up for
patients included in PARSIFAL. The primary objective evaluated updated OS of palbociclib combined with endocrine therapy
(fulvestrant or letrozole). Secondary objectives included updated investigator-assessed PFS and subsequent antineoplastic
therapies. Exploratory endpoints included identification of new clinical prognostic markers for OS, specifically PFS duration.
Results: A total of 419 of 486 (86.2%) patients from PARSIFAL were included. Median follow-up was 7.3 years (interquartile
range 6.7-7.7 years). At data cut-off (8 January 2024), no differences in efficacy were observed between fulvestrant and
letrozole for OS (hazard ratio 1.01, 95% confidence interval [CI], 0.80-1.28, P = 0.927) or PFS (hazard ratio 1.06,95% Cl,
0.85-1.31, P = 0.612). Median OS for the overall PARSIFAL-LONG population was 61.8 months (95% Cl 56.5-68.4
months), representing the highest OS reported to date for palbociclib and aligning with outcomes observed for other
CDK4/6i in this setting. Median PFS was 32.6 months (95% Cl 27.5-38.1 months). A total of 85 (20.3%) patients were
defined as early progressors (PFS < 12 months). These patients had a shorter median post-progression OS than
patients who remained progression free at 12 months (18.7 versus 27.4 months; hazard ratio 0.65, P = 0.004).
Conclusions: Extended analysis from PARSIFAL confirmed no difference between fulvestrant and letrozole when
combined with palbociclib for patients with endocrine-sensitive, HR-positive/HER2-negative ABC. Efficacy results
were consistent with those reported in the pivotal first-line trials involving CDK4/6i. Progression within the first year
on CDK4/6i may indicate a poorer prognosis.
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INTRODUCTION

Hormone receptor (HR)-positive/human epidermal growth
factor receptor 2 (HER2)-negative breast cancer is the most
common subtype of breast cancer and accounts for ~70%
of all cases.” In the advanced disease setting, it remains
uncurable; therefore, improving overall survival (0OS) is a
primary goal.

Cyclin-dependent kinase 4 and 6 inhibitors (CDK4/6i) are
the standard of care for first-line treatment of HR-positive/
HER2-negative advanced breast cancer (ABC) after demon-
strating substantial extension of progression-free survival
(PFS) when combined with endocrine therapy.”* However,
inconsistencies have been observed in OS between the three
approved CDK4/6i, with only ribociclib®> demonstrating a
statistically significant benefit in OS, while abemaciclib® and
palbociclib’”® had only numerical improvements in 0S
without reaching statistical significance.

Despite the remarkable efficacy of CDK4/6i, most pa-
tients will eventually develop resistance to this regimen.
Several therapeutic options are available for subsequent
therapy, but the optimal treatment remains undetermined.’
Selecting the best treatment after CDK4/6i is critical and
depends on multiple prognostic/predictive biomarkers.
Several factors have been identified, such as molecular
status (PIK3CA, AKT1, PTEN, ESR1, and germline BRCA1/
2),">** HR and HER2 status dynamics,'®'” type of disease
progression (visceral versus non-visceral), and breast cancer
symptoms. Additionally, a recent subgroup analysis from
the EMERALD study identified progression on CDK4/6i
during the first 12 months as a strong predictor of later
endocrine resistance.®

Previously, the PARSIFAL study, an open-label, random-
ized, phase Il trial, failed to demonstrate an improvement in
PFS of fulvestrant over letrozole when combined with pal-
bociclib as first-line therapy in postmenopausal patients
with endocrine-sensitive, HR-positive/HER2-negative ABC."’
Given that this study included the largest number of pa-
tients treated with a palbociclib-based regimen, PARSIFAL-
LONG was designed as an observational study that aimed
to describe updated PFS and OS results from patients
included in PARSIFAL, with a longer follow-up after the
completion of the scheduled study period. A secondary
objective explored the PFS <12-month threshold as a
prognostic factor.

PATIENTS AND METHODS

Study design and participants

PARSIFAL-LONG was an international, observational, multi-
center study that assessed the updated efficacy results of
patients included in the PARSIFAL trial after the end of this
study. The end of study of the PARSIFAL trial, which led to
the interruption of follow-up monitoring and data collec-
tion, was on 8 January 2018. After the conclusion of the
trial, the study drugs continued to be provided to those
patients who were benefiting from treatment; however,
there was no universal standard follow-up schedule after
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study completion. The PARSIFAL-LONG data collection was
initiated in August 2022, once the PARSIFAL trial database
was available for integration with additional long-term
follow-up information.

The study design of PARSIFAL (NCT02491983) has been
previously reported’® and is detailed in the Supplementary
Material, available at https://doi.org/10.1016/j.esmoop.
2025.105309. Briefly, PARSIFAL was an international,
open-label, randomized, phase Il trial conducted at 47 sites
in seven countries. Postmenopausal patients with
endocrine-sensitive, locally confirmed HR-positive/HER2-
negative ABC who have not received prior hormonal or
chemotherapy treatment in the metastatic setting and who
had a disease-free interval of >12 months after (neo)
adjuvant endocrine therapy before developing metastases
were randomly assigned in a 1 : 1 ratio to receive either
fulvestrant or letrozole plus palbociclib.

The study protocol was approved by ethics review com-
mittees and surviving patients were re-consented before
participation in PARSIFAL-LONG.

Endpoints

The primary endpoint was updated OS, defined as
the time from randomization until death of any
cause. Secondary efficacy endpoints included (i) extended
investigator-assessed PFS, defined as the time from
randomization until objective tumor progression or death,
and (ii) antineoplastic therapies after treatment with
palbociclib plus endocrine therapy. Exploratory endpoints
included the identification of new prognostic and predictive
markers of OS, specifically related to PFS duration.

Statistical analysis

OS and PFS analyses were carried out in the intention-to-
treat population, which included all patients according to
the group they were randomly assigned in the PARSIFAL
trial. Post-trial treatments were assessed in all patients who
received a subsequent anticancer therapy.

Originally, the study was designed with the assumption
that for 388 patients from the PARSIFAL trial, 195 OS events
would provide a 70% power to detect a hazard ratio of 0.7
in favor of fulvestrant plus palbociclib group at two-sided
5% significance. However, the final analysis was planned
with all the OS events and patients included until 8 January
2024. Additionally, the PARSIFAL trial did not demonstrate
significant difference between treatment groups for its
primary objective (PFS); therefore, all P values reported are
considered descriptive.

0OS and PFS analyses were carried out using standard
Kaplan—Meier methods. Hazard ratio and 95% confidence
intervals (Cls) for the difference between treatment groups
in OS and PFS were estimated using the stratified Cox
regression model, including type of disease presentation (de
novo versus recurrent) and the presence of visceral
involvement (yes versus no) as stratification factors.

Data analyses were carried out from 9 September
to 8 October 2024, using R software for Windows
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Table 1. Patient characteristics
PARSIFAL PARSIFAL-LONG
n = 486 n = 419
Median age (years, range) 63 (25-90) 64 (25-90)
Race, n (%)
Asian 3 (0.6) 3(0.7)
Black 4 (0.8) 4 (1)
White 461 (94.9) 394 (94)
Unknown 18 (3.7) 18 (4.3)
ECOG performance status, n (%)
0 275 (56.6) 229 (54.7)
1 187 (38.5) 168 (40.1)
2 24 (4.9) 22 (5.3)
Menopausal status, n (%)
Premenopausal® 37 (7.6) 32 (7.6)
Postmenopausal 449 (92.4) 387 (92.4)
Duration of palbociclib treatment
in months
Median (min-max) 25.1 (0.5-52.6) 25.3 (0.5-52.6)
Type of HT associated with
palbociclib, n (%)
Fulvestrant 243 (50.0) 210 (50.1)
Letrozole 243 (50.0) 209 (49.9)
Type of disease, n (%)
De novo 198 (40.7) 172 (41.1)
Recurrent 288 (59.3) 247 (58.9)
Disease site, n (%)
Visceral 233 (47.9) 195 (46.5)
Non-visceral 253 (52.1) 224 (53.5)
Liver involvement, n (%)
No 400 (82.3) 348 (83.1)
Yes 86 (17.7) 71 (16.9)
Number of disease sites, n (%)
<3 274 (56.4) 237 (56.6)
>3 212 (43.6) 182 (43.4)
Measurable disease, n (%)
No 110 (22.6) 106 (25.3)
Yes 376 (77.4) 313 (74.7)
Adjuvant endocrine therapy, n (%)
No 281 (57.8) 243 (58.0)
Yes 205 (42.2) 176 (42.0)

ECOG, Eastern Cooperative Oncology Group; HT, hormone therapy.
?Patients received gonadotropin-releasing hormone agonists.

(The R Foundation, Vienna, Austria) for all statistical
analyses, version 4.4.1 released on 14 June 2024.

RESULTS

Patients and post-progression treatments

A total of 419 out of 486 (86.2%) patients were included.
This population accounts for all patients from each of the 36
participating centers (Supplementary Table S1, available at
https://doi.org/10.1016/j.esmoop.2025.105309). Given that
the end of study for PARSIFAL was 8 January 2018,
PARSIFAL-LONG was opened as a new study and some of
the original sites declined or were unable to participate.
However, demographic and baseline disease characteristics
were similar between the PARSIFAL-LONG and the overall
PARSIFAL intention-to-treat populations (Table 1). The me-
dian age was 64 years (range 25-90 years). A total of 229
(54.7%) patients had an Eastern Cooperative Oncology
Group (ECOG) performance status of 0, 172 (41.4%) pa-
tients were diagnosed with de novo ABC, and 176 (42.0%)
patients had previously received adjuvant endocrine
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therapy for early breast cancer. Visceral disease and liver
metastases were present in 195 (46.5%) and 71 (16.9%)
patients, respectively. At data cut-off (8 January 2024), and
a median follow-up of 7.3 years (interquartile range 6.7-7.7
years), 272 (64.9%) and 329 (78.5%) events were reported
for OS and PFS, respectively.

A total of 243 (73.9%) among 329 patients with a PFS
event received subsequent anticancer treatments after
progression on study treatment. Endocrine therapy-based
regimens were used in 176 (72.4%) of the 243 patients
for first subsequent therapy and in 65 (34.6%) of the 188
patients who received second subsequent therapy. Capeci-
tabine (14.4%) and paclitaxel (4.5%) were the most
frequently administered chemotherapy agents for both first
and second subsequent therapies; only five (2.1%) and four
(1.6%) patients received sacituzumab govitecan and tras-
tuzumab deruxtecan in the course of the disease, respec-
tively (Supplementary Table S2, available at https://doi.org/
10.1016/j.esmoop.2025.105309).

Extended follow-up of overall survival

With the extended follow-up, there was no difference in OS
(hazard ratio 1.01, 95% CI 0.80-1.28, P = 0.927, Figure 1A)
between the treatment arms, with a median OS of 65.6
months (95% Cl 52.9-73.2 months) for palbociclib with
fulvestrant and 61.6 months (95% Cl 55.7-66.4 months) for
palbociclib with letrozole. There was also no difference
observed for PFS (hazard ratio 1.06, 95% ClI 0.85-1.31, P =
0.612, Figure 1B), with a median PFS of 29.7 months (95%
Cl 24.2-38.1 months) for palbociclib with fulvestrant and
34.5 months (95% ClI 27.5-39.5 months) for palbociclib plus
letrozole.

Given an absence of differences or trends between
treatment regimens, both arms were combined for subse-
quent exploratory analyses. For the whole population, the
median OS was 61.8 months (95% Cl 56.5-68.4 months,
Figure 2A) and median PFS was 32.6 months (95% Cl 27.5-
38.1 months, Figure 2B).

Impact of progression-free survival duration on overall
survival

A total of 85 (20.3%) patients were considered early pro-
gressors as they had confirmed disease progression within
the first 12 months of palbociclib therapy (PFS < 12) months
(early progressor subgroup) (Supplementary Figure S1,
available at https://doi.org/10.1016/j.esmoop.2025.
105309). There were five (1.2%) patients who were alive
but discontinued before the 12 months of treatment without
progressive disease and were therefore removed from this
analysis. The reasons for discontinuation of those patients
were patient decision (2/5), adverse events (ulcerative colitis
and dyspnea; 2/5), and physician’s decision (1/5). However,
all patients were assessed for survival follow-up. The
remaining 329 (78.5%) patients were progression free at 12
months (PFS > 12). Among the early progressor subgroup,
the number of events for OS at the time of analysis was 79
(92.9%). For the PFS > 12, the number of events for OS and
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Figure 1. Kaplan—Meier curves of overall survival (A) and progression-free survival (B) by endocrine therapy arm.
Cl, confidence interval; F, fulvestrant; L, letrozole; OS, overall survival; P, palbociclib; PFS, progression-free survival.

PFS was 193 (58.7%) and 244 (74.2%), respectively. Median
PFS for the early progressor and PFS > 12 subgroups was 7.4
months and 46.1 months, respectively.

Median OS from inclusion for the early progressors was
significantly shorter compared with the PFS > 12 (23.4
months versus 72.2 months; hazard ratio 0.19, 95% Cl 0.14-
0.25, P < 0.001) (Supplementary Figure S1, available at
https://doi.org/10.1016/j.esmoop.2025.105309).
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At the time of the analysis, 264 patients had confirmed
progression on the palbociclib regimen. Post-progression
analysis determined that early progressors had a signifi-
cantly shorter median post-progression OS compared with
the PFS > 12 subgroup (18.7 months versus 27.4 months,
hazard ratio 0.65, 95% Cl 0.48-0.87, P = 0.004) (Figure 3).
An exploratory analysis among early progressors observed
post-progression OS of 17.4 months for patients who
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Figure 2. Kaplan—Meier curves of overall survival (A) and progression-free survival (B) in the PARSIFAL-LONG. Median follow-up was calculated using the reverse

Kaplan—Meier method.
Cl, confidence interval; OS, overall survival; PFS, progression-free survival.

progressed within the first 6 months (n = 37) and 20.6
months for patients progressing between months 7 and 12
(n = 42, P = 0.671).

Subgroup analyses of overall survival

Subgroup analysis found no difference between OS in
terms of de novo metastatic disease (P = 0.685) or age
(P = 0.313). However, ECOG performance status of
0 was associated with a better OS than for ECOG >1;
74.9 months versus 52.6 months (hazard ratio 0.60, 95%
Cl 0.47-0.76, P < 0.0001). There was a significantly
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shorter OS when three or more organ sites were
affected; 55.7 months versus 68.7 months (hazard ratio
0.77, 95% Cl 0.6-0.99, P = 0.045). Patients with visceral
disease had a significantly shorter median OS compared
with patients without visceral disease; 51.7 months
versus 70.0 months (hazard ratio 0.67, 95% Cl 0.53-0.85,
P = 0.001). Additionally, patients with liver involvement
presented a significantly worse median OS compared
with patients without liver metastases; 46.1 months
versus 65.6 months (hazard ratio 0.60, 95% Cl 0.45-0.81,
P = 0.001) (Figure 4).
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A. Llombart-Cussac et al.

100

75

Overall survival post-progression (%)

== PFS >= 12 months
== PFS < 12 months

Patients at risk, n (%)
= 185 (100) 136 (74) 97 (52) 56 (30)

=79 (100) 49 (62) 30 (38) 19 (24)

50
25
Median post-progression OS in months
>= 12 months: 27.4 months (95% ClI: 24.1-31.5)
<12 months: 18.7 months (95% Cl: 12.0-24.5)
Adjusted HR 0.65, 95% Cl 0.48-0.87, P = 0.004
0
0 12 24 36 48 60 72 84

Time from randomization (months)

29 (16) 11(6) 4(2) 0(0)

9(11) 6 (8) 2(3) 1(1)

Figure 3. Kaplan—Meier curves of post-progression OS by PFS duration.

Cl, confidence interval; HR, hazard ratio; OS, overall survival; PFS, progression-free survival.

DISCUSSION

PARSIFAL-LONG has demonstrated the long-term efficacy of
first-line treatment with palbociclib in combination with
endocrine therapy (letrozole or fulvestrant) in post-
menopausal patients with endocrine-sensitive, HR-positive/
HER2-negative ABC. Additionally, it reinforced the results of
the final analysis of the randomized phase Il PARSIFAL
study, which demonstrated no differences between fulves-
trant and letrozole when combined with palbociclib.

The addition of palbociclib, ribociclib, or abemaciclib to
first-line endocrine therapy has dramatically improved out-
comes for patients with endocrine-sensitive ABC, as shown in
three large randomized phase Il studies.*?%** The three trials
provided similar improvements in the primary objective of
PFS for the CDK4/6i combinations versus endocrine therapy
with hazard ratios ranging between 0.54 and 0.58.

In our analysis, median PFS in both arms was in the range
of 32.0 months. These results are in line with MONALEESA-2
(25.3 months),” MONARCH 3 (28.2 months),® and PALOMA-
2 (27.6 months)® studies, and reflect a population with very
similar characteristics. The proportion of patients who were
endocrine naive (40%) or had visceral disease (47%) in our
study was similar to PALOMA-2 (38% and 48%),
MONALEESA-2 (34% and 56%), or MONARCH-3 (41% and
53%) studies, respectively. At the time of this analysis, 90
patients (21.5%) remained progression free, reflecting that
a significant number of patients achieve very long disease
control on first-line palbociclib regimens.

Concerning OS benefit, ribociclib was the only drug to
demonstrate a statistically significant gain in the first-line
registration trial.> Abemaciclib did not achieve a statistically
significant improvement although the median differences in
0S were very similar to the ones obtained for ribociclib.®

6 https://doi.org/10.1016/j.esmoop.2025.105309

In contrast, no OS benefit or trend was observed for the
palbociclib study.” Several aspects have been considered for
this OS discrepancies between CDK4/6i when the benefits in
PFS were almost identical.? The impact of CDK4/6i on OS has
been explored with real-world evidence from large
retrospective studies.”>>° P-Reality X concluded that the
addition of palbociclib to an aromatase inhibitor improved OS
compared with patients treated exclusively with aromatase
inhibitors in the first-line setting.>* Recently, an analysis of
real-world data in the German OPAL prospective registry
platform including 605 patients showed similar PFS and OS
trends for palbociclib with endocrine therapy compared with
ribociclib and endocrine therapy when adjusted for a wide
range of potential confounding variables.®

While there are limitations with indirect comparisons
between studies, it should be noted that the median OS
achieved in the PARSIFAL-LONG study was 61.8 months,
which is in line with the median OS reported in the
MONALEESA-2 (63.9 months)> or MONARCH 3 (66.8
months)® trials. This median OS is also superior to that re-
ported in the PALOMA-2 study (53.9 months).> However, it
is important to mention that an imbalance in the number of
patients with unknown survival status between the treat-
ment arms could have influenced OS results in PALOMA-2.
In addition, ~20% of patients included in that study were
not endocrine sensitive, a patient population that was
formally excluded in PARSIFAL and MONARCH 3 trials,
which could also negatively impact OS data.

In PARSIFAL-LONG, we also explored the impact of time to
progression on first-line CDK4/6i-based endocrine therapy on
OS. Several studies had identified a 12-month threshold as a
potential predictor of resistance to subsequent endocrine
therapies. Sub-analysis from the phase Ill EMERALD study
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Subgroup analysis No.of  Median OS (months) Hazard ratio P
OS events (%) patients 95% CI 95% ClI
Overall survival
272 (64.9%) 419 61.8 (56.5-68.4)
Endocrine therapy arm
Fulvestrant 138 (65.7%) 210 65.6 (52.9-73.2) —M—  Ref.
Letrozole 134 (64.1%) 209 61.6 (55.7-66.4) 1.01(0.8-1.28)  0.927
ECOG performance status
0 131 (57.2%) 229 74.9 (65.6-81.5) —a— Ref.
>1 141 (74.2%) 190 52.6 (46.3-58.2) 0.6 (0.47-0.76)  <0.0001
Number of disease sites
<3 140 (59.1%) 237 68.5 (61-76.2) —— Ref.
23 132 (72.5%) 182 55.7 (47.6-62) 0.77 (0.6-0.99) 0.045
Visceral disease
No 133 (59.4%) 224 70 (62.6-81.2) —— Ref.
Yes 139 (71.3%) 195 51.7 (45.8-59.3) 0.67 (0.53-0.85) 0.001
Liver involvement
No 216 (62.1%) 348 65.6 (59.2-72.1) —m— Ref.
Yes 56 (78.9%) 71 46.1 (28.6-59.3) 0.6 (0.45-0.81)  0.001
De novo metastatic disease
Yes 111 (64.5%) 172 57.7 (50.8-71.6) —— Ref.
No 161 (65.2%) 247 63.1 (57.6-71.4) 0.95 (0.75-1.21) 0.685
Age in years
<65 140 (62.2%) 225 66.2 (54.9-73.4) —- Ref.
265 132 (68%) 194 59.7 (52.7-65.7) 0.88 (0.7-1.12)  0.313
PFS duration
>12 months 193 (58.7%) 329 72.2 (66.1-78.4) —a— Ref.
<12 months 79 (92.9%) 85 23.4 (17.7-30.1) 0.19 (0.14-0.25) <0.0001
I T T 1
0.12 025 050 1.0
Favors ref. category Disfavors ref. category

Figure 4. Subgroup analysis for OS.

Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; OS, overall survival; PFS, progression-free survival; ref., reference.

identified that the population with a clinically relevant
benefit from elacestrant as second-line therapy for
ESRI-mutated HR-positive/HER2-negative ABC was limited to
those patients who progressed after 12 months on the first-
line CDK4/6i treatment.”® In the METALLICA study,
exploring the combination of alpelisib with fulvestrant and
metformin as second-line therapy for patients with phos-
phoinositide 3-kinase pathway-altered endocrine-sensitive
ABC progressing on a first-line CDK4/6i, a similar signal was
identified.?”-?® Patients who progressed within 12 months on
the prior CDK4/6i regimen achieved a median PFS of 2.9
months compared with 11.1 months for patients who were
previously on CDK4/6i therapy for > 12 months (P = 0.002).
Around 20% of patients included in PARSIFAL-LONG had a
median PFS < 12 months (early progressors). Not surpris-
ingly, this subgroup of patients presented a shorter median
OS from the time of inclusion in the study (23.4 months)
compared with patients who were progression free at 12
months (72.2 months).

At the time of the final analysis, with a median follow-up
of 7.3 years, we confirmed 264 events of progression
without death (63%). The post-progression OS was strongly
related to the median PFS achieved on the first-line pal-
bociclib regimen. Interestingly, no significant OS differences
were observed for patients progressing within 6 months
when compared with those who progressed between 7 and
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12 months. In fact, the median OS of 18 months for patients
progressing within the first year of palbociclib is reminiscent
of the median OS for metastatic triple-negative breast
cancer patients. In the past, the 6-month period was being
considered as the reasonable threshold for subsequent
endocrine therapies, introducing the concept of primary
endocrine resistance that remains in clinical guidelines.”®
However, our data, which are in line with different sub-
analysis from second-line trials, suggest that 12 months
should be considered as the new criteria for clinical benefit
under CDK4/6i regimens to select optimal candidates for
subsequent endocrine treatments.

There were several limitations to the PARSIFAL-LONG studly,
which include its retrospective nature which could result in
inaccurate data capture, with incomplete or missing data.
Nevertheless, this data source limitation should not influence
OS results. Moreover, unlike in clinical trials, disease progres-
sion after the end of the PARSIFAL study was not assessed
according to a pre-defined schedule which could impact PFS
results of PARSIFAL-LONG. Additionally, some of the sites
involved in the trial declined to participate in this observational
study. Despite this circumstance, demographic and baseline
disease characteristics were comparable between the
PARSIFAL-LONG and the overall PARSIFAL intention-to-treat
populations and it is improbable that our results would have
significantly changed with the inclusion of more patients.
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In conclusion, extended follow-up analysis from the
PARSIFAL trial demonstrated the remarkable antitumor
activity of palbociclib-based regimens and confirmed no
difference between fulvestrant and letrozole when com-
bined with palbociclib in patients with endocrine-sensitive,
HR-positive/HER2-negative ABC. Median PFS and OS results
were consistent with those reported in other first-line trials
involving different CDK4/6i. Finally, progression within the
first year of first-line CDK4/6i-based regimen should be
considered as a clinical predictor of endocrine resistance
and poor prognosis and may be translated as a reasonable
criterion for future trials exploring endocrine therapies or
other strategies like antibody—drug conjugates.
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